Serotonin transporter (5-HTT) activity is greater in carriers of the long (L) vs. short (S) alleles of the 5-HTT-linked polymorphic region (5′-HTTLPR) among healthy control subjects but not alcohol-dependent adults. In 198 alcoholics, we determined the relationship between current or lifetime drinking and platelet 5-HTT function and density among allelic variants of the 5′-HTTLPR. SS subjects were younger than L-carriers (LL and LS) (p b 0.0085) and had fewer years of lifetime drinking. For L-carriers, the mean of B max for paroxetine binding, but not V max for serotonin (5-HT) uptake, was lower than that for SS subjects Among L-carriers alone, there were higher levels of platelet 5-HT uptake and lower levels of platelet paroxetine binding with increased drinking, and more lifetime drinking was associated with modestly lower levels of 5-HT uptake and paroxetine binding. Thus, 5-HTT expression varies with current and lifetime drinking in L-carriers alone.
Introduction
Serotonergic function is an important mediator of mood, impulsivity, and appetitive behaviors, including alcohol consumption. Serotonergic pathways originating from raphe nuclei and projecting to the cortex, hippocampus, and subcortical structures can influence drinking behavior in alcohol-dependent individuals (Baumgarten and Grozdanovic, 1997) either directly by modulating alcohol's reinforcing effects or indirectly by mediating impulse control and affective state (Stoltenberg, 2003) . Animal studies have documented an inhibitory role for serotonin (5-HT) in regulating alcohol intake (McBride and Li, 1998) , and 5-HT reuptake inhibitors reduce ethanol consumption in rats (Gill and Amit, 1989) . However, the effectiveness of ]2 beta-carboxymethoxy-3 beta-(4-iodophenyl)tropane; B max , maximum specific paroxetine binding density; DNA, deoxyribonucleic acid; DSM-IV, Diagnostic and Statistical Manual of Mental Disorders, 4th edition; EDTA, ethylenediaminetetraacetic acid; HEPES, N-2-hydroxyethylpiperazine-N′-2-ethanesulfonic acid; K d , affinity constant; K m , equilibrium constant; L, long allelic variant; PCR, polymerase chain reaction; PRP, platelet-rich plasma; S, short allelic variant; SSRI, selective serotonin reuptake inhibitor; V max , maximum serotonin uptake velocity.
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